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DETAILED ACTION 

RE: Reed 

1 . Applicant's response filed on 5/2/2006 is acknowledged. Claims 51-88 are 
cancelled. New claims 89-109 are added. 

2. Claims 89-109 are under examination. 

3. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Objections Withdrawn 

4. The objection of the specification because the first line of the specification is not 
updated is withdrawn in view of applicant's amendment to the specification. 

Rejections Withdrawn 

5. The rejection of claims 51-54, 58-68, and 72-77 under 35 U.S.C. 112, first 
paragraph as lacking enablement because the specification, while being enabling for a 
method for determining the risk of tumor recurrence or spread in a patient suffering from 
prostate cancer, and a method for determining a prognosis in a patient suffering from 
prostate cancer comprising determining a BAG-1 gene expression level in a cancerous 
prostate tissue and comparing said BAG-1 gene expression level in said patient to a 
reference BAG-1 gene expression level, does not reasonably provide enablement for a 
method for determining the risk of tumor recurrence or spread in a patient suffering from 
prostate cancer, and a method for determining a prognosis in a patient suffering from 
prostate cancer comprising determining any and all BAG gene expression level in a 
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cancerous prostate tissue and comparing to any and all BAG gene reference level is 
withdrawn in view of applicant's cancellation of claims 51-54, 58-68, and 72-77 and new 
claims being directed to determining the risk of tumor recurrence or spread or prognosis 
of survival in a patient suffering from prostate cancer by determining BAG-1 gene 
expression. 

6. The rejection of claims 51-54, 58-68, and 72-77 under 35 U.S.C. 103(a) as being 
unpatentable over Froesch et al. (Proceedings of the American Association for Cancer 
Research Annual Meeting, March, 1998, 89: 13, print) in view of the teachings of Zapata 
et al (Breast Cancer Research and Treatment, 47: 129-140, IDS), and Sano et al. (US 
patent NO. 5,665,539, IDS) is withdrawn in view of applicant's cancellation of claims 51- 
54, 58-68, and 72-77. 

New Ground of Rejections 

Claim Rejections - 35 USC § 103 

7. New claims 89-109 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Froesch et al. (Proceedings of the American Association for Cancer Research 
Annual Meeting, March, 1998, 89: 13, print) in view of the teachings of Takayama et al. 
(Cancer Research 1998, 58: 3116-3131, IDS), Noordzij etal. (J. Urology, 1997, 158: 
1880-1885) and Sano et al. (US patent NO. 5,665,539, IDS). 

New claims are drawn to a method for determining the risk of tumor recurrence 
or spread in a patient suffering from prostate cancer, and a method for determining a 
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prognosis in a patient suffering from prostate, said method comprising: (a) determining 
a BAG-1 gene expression level in a cancerous prostate tissue sample form said patient, 
(b) comparing said BAG-1 gene expression level in said patient to a reference BAG-1 
gene expression level, wherein said reference BAG-1 gene expression level being a 
level of BAG-1 gene expression above which correlates with increased risk of tumor 
recurrence or spread, or decreased survival, below which correlates with a decreased 
risk of tumor recurrence or spread or increased survival. Claims are further limited 
wherein said tumor spread comprises tumor metastasis, said BAG-1 gene expression 
level is determined by measuring a BAG-1 protein level, said BAG-1 protein level is 
determined with an antibody specific for BAG-1 protein, said BAG-1 gene encodes a 
nuclear BAG-1 protein, said BAG-1 gene encodes a cytosolic BAG protein, said BAG-1 
gene encodes a protein BAG-1, said BAG-1 gene expression level is determined using 
an immunoassay, said survival is overall survival, said survival is distant metastasis free 
survival, said immunoassay is immuno-PCR assay, and said reference BAG-1 gene 
expression level is a level of BAG-1 gene expression above which correlates with 
increased risk of tumor recurrence or spread in a first group of patients compared to a 
second group of patients, said second group of patients having BAG-1 gene expression 
levels below said reference level. 

Froesch et al. teach that BAG-1 protein (cytosolic BAG protein) is expressed in 
all 9/9 prostate cancer cell lines and 51/51 archival prostate tumor specimens, and 
BAG-1 L protein (nuclear BAG protein) is expressed in prostate cancers and enhances 
androgen receptor function (see abstract and title). Froesch et al teach detection of 
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BAG-1 and BAG-1L proteins using immunobloting, immnohistochemistry and 
immunoprecipitation. 

Froesch et al. do not teach the step of comparing said BAG gene expression 
level in said patient to a reference gene expression level. Froesch et al do not teach 
that comparing the BAG gene expression level of two groups of patients to a reference 
gene expression level, where the BAG gene expression level of the first group is higher 
than reference BAG gene expression level and that of the second group is lower than 
the reference BAG gene expression level. Moreover Froesch et al. do not teach an 
immuno-PCR assay. However these deficiencies are made up for in the teachings of 
Takayama, Noordzij and Sano et al. 

Takayama et al. teach that BAG-1 protein was originally identified as a novel 
regulator of apoptosis by virtue of its ability to bind Bcl2, a potent blocker of cell death 
(see page 31 16, left column, last paragraph). Takayama et al. teach that 
overexpression of BAG-1 has been shown to increase the metastatic potential of tumor 
cells in vivo (see page 31 16, right column, 2 nd paragraph, lines 5-7). Takayama et al. 
teach that BAG-1 can promote cell survival and augment the bioactivities of several 
proteins known to be important for tumorigenesis (e.g. bcl-2, Raf-1, HGF-R, and PDGF- 
R) (see page 31 17, left column, 3 rd paragraph). Takayama et al. teach that BAG-1 can 
be regarded as a candidate proto-oncogene (see page 3117, left column, 3 rd 
paragraph). Takayama et al. teach that BAG-1 protein is consistently the most 
abundant form of BAG-1 expressed in tumors (see page 3127, left column, 1 st 
paragraph). Takayama et al. teach that prostate cancer, breast cancer, and leukemia 
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cell lines were the most consistent expressors of BAG-1L (see page 3127, left column, 
1 st paragraph). 

Noordzij et al. teach determining the level of oncoprotein bcl-2 and androgen 
receptor expression in pretreatment transurethral resection specimens of hormonally 
treated prostate cancer patients using immunohistochemistry and correlating the results 
with tumor stage and grade, and with the occurrence of clinical progression or tumor 
related death (see page 1880, abstract). Noordzij et al. teach that a combined bcl- 
2/androgen receptor score acts as an independent prognosticator for clinical 
progression (see abstract, under Conclusions). 

Sano et al. teach detection of a protein using immuno-PCR (see abstract). 

Therefore it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to determine the level of BAG-1 expressed in 
prostate cancer using immuno-PCR, compare the level with a reference level and 
further correlate the results with the risk of tumor recurrence, tumor spread and survival 
in a patient suffering from prostate cancer in view of the teachings of Froesch, 
Takayama, Noordzij and Sano. One would have been motivated to do so because 
Froesch et al. teach that BAG-1 protein is expressed in all 9/9 prostate cancer cell lines 
and all 51/51 prostate tumor specimens and BAG-1 L protein is expressed in prostate 
cancers and enhances androgen receptor function, Takayama teaches that BAG-1 
protein binds bcl2 and regulates cell apoptosis, and overexpression of BAG-1 has been 
shown to increase the metastatic potential of tumor cells in vivo, and Noordzij et al. 
teach that a combined bcl-2/androgen receptor score acts as an independent 
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prognosticator for clinical progression. Moreover, one of ordinary skill in the art would 
have had a reasonable expectation of success to determine the level of BAG-1 protein 
expressed in prostate cancer using immuno-PCR, compare the level with a reference 
level and further correlate the results with the risk of tumor recurrence, tumor spread 
and survival in a patient suffering from prostate cancer because Froesch et al have 
already successful detected BAG-1 protein in all 9/9 prostate cancer cell lines and all 
51/51 prostate tumor specimens, Froesch and Takayama teach that BAG-1 regulates 
bcl2 and androgen receptor, Takayama teaches that overexpression of BAG-1 has 
been shown to increase the metastatic potential of tumor cells in vivo, and Noordzij et 
al. teach that determining the level of bcl2 and androgen receptor expressed in prostate 
cancer and correlating the results with tumor progression, and Noordzij further teach 
that a combined bcl-2/androgen receptor score acts as an independent prognosticator 
for clinical progression. Therefore, the invention as a whole was prima facie obvious to 
one of ordinary skill in the art at the time the invention was made. 

Conclusion 

8. No claims are allowed. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hong Sang whose telephone number is (571) 272 8145. 
The examiner can normally be reached on 8:30am-5:00pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms can be reached on (571) 272-0832. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Hong Sang 
Art Unit: 1643 
June 1, 2006 




